transcribed into cDNA and an equal volume of cDNA was used as the PCR template using specific primers forIL-6 (Genbank No: NM_000600.3) and HIC1 (Genbank No:
NM_006497.3). Real-time PCR analysis was performed by SYBR Premix Ex
TaqTM(Cat#: RR420A, TaKaRa, Dalian, China) in an Applied Biosystems 7500 Fast Real-Time PCR System (ABI, USA) according to the manufacturer's instructions.
Primers were used at a concentration of 0.5 µM. According to the melting point analysis, only one PCR product was amplified under the following conditions: initial denaturation at 95°C for 30 sec, denaturation at 95°C for 5 sec, annealing at 60°C for 30 sec, for a total of 40 cycles. GAPDH is used as the reference gene to normalize the gene expressions. The primers are shown in Supplementary table 1.
Luciferase reporter assays
The HIC1 plasmid, IL6 promoter constructs and Renilla plasmid DNA (200ng: 200ng: 20ng) were co-transfected into A549 and 293T cells for 6 -9 h and then incubated for 24 h in fresh complete medium. Cells were then rinsed in cold PBS and lysed with the luciferase assay buffer. Luciferase activities were measured by using a dual luciferase assay kit (Cat#: E1960, Promega, Wisconsin, USA) with a Berthold chemiluminometer (Berthold Detection Systems GmbH) [1] . The results were expressed as ratio of firefly luciferase activity to Renilla luciferase activity. Data were expressed as the mean values and standard deviations from at least three independent transfections. PSTAT3-TA-Luc (Cat:D2259) was obtained from Beyotime Institute of Biotechnology [2] . The pSTAT3-TA-Luc: Renilla plasmid DNA (400ng: 20ng) were co-transfected into the same concentration of A549-shHIC1-ctrl, A549-shHIC1-1, A549-shHIC1-2, A549-shHIC1-1+shIL6, A549-shHIC1-2+shIL6 cells in 24-well for 6 -9 h and then incubated for 24 h in fresh complete medium. Luciferase activities were measured as above.
Chromatin Immunoprecipitation
Formaldehyde was added directly to the cultured A549 cells to a final concentration of 1% for 10 min at room temperature. The cross-linking was stopped by adding glycine to a final concentration of 0.125 M. After incubating for 5 min, cells were scraped from dish into a conical tube. Then, the samples were pelleted, resuspended in nuclear lysis buffer, and sonicated to obtain chromatin fractions with an average size of 500 bp using a BioRuptor (Diagenode, Liege, Belgium). After preclearing with a 50% slurry of protein G agarose preincubated with salmon sperm DNA and bovine serum albumin for 4 h at 4°C, the chromatins were incubated withanti-HIC1 antibody Three independent experiments were performed. Data are expressed as mean ± SD. *p< 0.05. The intensity of the bands was quantified using software Image-Pro Plus 6.0.
Supplementary Figure 3. Expression of HIC1 in NSCLC and the corresponding para-carcinoma tissues was detected by immunohistochemical analysis of tissue microarrays (TMAs).
Representative micrographs of the HIC1 IHC staining in NSCLC and the corresponding para-carcinoma tissues(upper×200, scale bar, 50μm; below×400, scale bar, 50μm).Statistical analysis of HIC1 IHC staining is shown in the below table. The positive expression ratio of nuclear HIC1 was significantly higher in para-carcinoma than in carcinoma (52.2% vs 15.4%, p<0.001). In addition, there was a significant correlation between poorer differentiation grade and nuclear HIC1 expression (p= 0.011).The p value was calculated by chi-square test. 
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